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In the Claims 



Please amend the claims as foUov^s: 

1 . (Currently Amended) A composition comprising at least two recombinant adeno- 
associated viruses (AAV), comprising: 

a) a first recombinant AAV comprising a first recombinant DNA molecule 

comprising linked: 



ii) a second DNA segment which comprises a c/5-acting heterologous 
transcriptional regulatory element; and 

iii) a third DNA segment comprising a 3 -inverted terminal repeat of AAV; 
and 

b) a second recombinant AAV comprising a second recombinant DNA molecule 
comprising linked: 

i) a first DNA segment comprising a 5 -inverted terminal repeat of AAV; 

ii) a second DNA segment which comprises an entire open reading frame 



iii) a third DNA segment comprising a 3 '-inverted terminal repeat of AAV, 
wherein the recombinant DNA molecules of the two rAAVs, when contacted with a host 
cell, become linked, forming a molecule which has the c/^-acting heterologous 
transcriptional regulatory element 5 ' to the open reading frame , wherein the c/5-acting 
heterologous transcriptional regulatory element regulates t ranscriptional e xpression 
transcription of the gene product encoded by the open reading frame in a host c e ll 
contact e d with th e first and s e cond rAAVs , wherein if the c/^-acting heterologous 
transcriptional regulatory element is an enhancer, transcription of the open reading frame 
is enhanced by the enhancer, and wherein if the c/5-acting heterologous transcriptional 
regulatory element is a promoter, transcription of the open reading frame is initiated at 
the promoter . 



i) 



a first DNA segment comprising a 5 -inverted terminal repeat of AAV; 



e ncoding for a therapeutic gene product; and 



2. (Withdrawn) The composition of claim 1 fiirther comprising a delivery vehicle. 
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3. (Withdrawn) The composition of claim 2 where the vehicle is a pharmaceutically 
acceptable carrier. 

4-7. (Canceled) 

8. (Withdrawn) The composition of claim 1 wherein the second DNA segment of the first 
recombinant DNA molecule comprises an enhancer. 

9. (Previously Presented) The composition of claim 1 wherein the second DNA segment of 
the first recombinant DNA molecule comprises a heterologous promoter. 

10. (Withdrawn) The composition of claim 1 wherein the second DNA segment of the 
second recombinant DNA molecule comprises the open reading frame but not a heterologous 
promoter. 

1 1 . (Withdrawn) The composition of claim 10 wherein the second DNA segment of the first 
recombinant DNA molecule comprises a heterologous promoter. 

12-18. (Canceled) 

19. (Currently Amended) A recombinant adeno-associated viral vector comprising at least 
one c/5-acting heterologous transcriptional regulatory element functional in a host cell, which 
c/5-acting heterologous transcriptional regulatory element regulat e s is capable of regulating , in 
the host cell, transcriptional e xpr e ssion transcription of an entire open reading frame for a 
therapeutic gene product encoded by a second recombinant adeno-associated viral vecto r, after 
sequences in the first and second recombinant adeno-associated virus vectors become linked in 
the host celU wherein if the m-acting heterologous transcriptional regulatorv element is an 
enhancer, transcription of the open reading frame is enhanced bv the enhancer, and wherein if 
the c/5-acting heterologous transcriptional regulatorv element is a promoter, transcription of the 
open reading frame is initiated at the promoter . 
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20, (Original) The vector of claim 19 w^herein the element is a promoter. 

2 1 . (Withdrawn) The vector of claim 1 9 w^herein the element is an enhancer. 



22. (Canceled) 



23. (Withdravra) A plasmid comprising the vector of claim 19. 

24. (Withdrawn) A host cell contacted with the composition of claim 1 . 

25. (Withdrawn) A host cell contacted with at least two recombinant AAV, 
wherein a first recombinant AAV comprises a first recombinant DNA molecule 

comprising linked: 

i) a first DNA segment comprising a 5'-inverted terminal repeat of AAV; 

ii) a second DNA segment which does not comprise adeno-associated viral 
sequences; and 

iii) a third DNA segment comprising a 3 '-inverted terminal repeat of AAV; 
and 

wherein a second recombinant AAV comprises a second recombinant DNA molecule 
comprising linked: 

i) a first DNA segment comprising a 5'-inverted terminal repeat of AAV; 

ii) a second DNA segment which does not comprise adeno-associated viral 
sequences and which second DNA segment is different than the second 
DNA segment of the first recombinant DNA molecule; and 

iii) a third DNA segment comprising a 3 '-inverted terminal repeat of AAV. 



26. 



(Withdrawn) A method to transfer recombinant DNAs to a host cell, comprising: 
contacting the host cell with at least two recombinant AAV, 
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wherein a first recombinant AAV comprises a first recombinant DNA molecule 
comprising linked: 

i) a first DNA segment comprising a 5*-inverted terminal repeat of AAV; 

ii) a second DNA segment v^hich does not comprise adeno-associated viral 
sequences; and 

iii) a third DNA segment comprising a 3*-inverted terminal repeat of AAV; 
and 

wherein a second recombinant AAV comprises a second recombinant DNA molecule 
comprising linked: 

i) a first DNA segment comprising a 5 -inverted terminal repeat of AAV; 

ii) a second DNA segment which does not comprise adeno-associated viral 
sequences and which second DNA segment is different than the second 
DNA segment of the first recombinant DNA molecule; and 

iii) a third DNA segment comprising a 3 '-inverted terminal repeat of AAV 

27. (Withdrawn) A method to transfer and express a polypeptide in a host cell comprising 
contacting the host cell with the composition of claim 1 . 

28. (Withdrawn) The method of claim 26 or 27 wherein the second DNA segment of the first 
recombinant DNA molecule comprises a portion of an open reading frame operably linked to a 
promoter. 

29. (Withdrawn) The method of claim 28 wherein the first recombinant DNA molecule 
comprises a splice donor site 3' to the open reading frame. 

30. (Withdravra) The method of claim 29 wherein the second DNA segment of the second 
recombinant DNA molecule comprises the remainder of the open reading frame which together 
with the second DNA segment of the first recombinant DNA molecule encodes a fiiU-length 
polypeptide. 
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3 1 . (Withdrawn) The method of claim 30 wherein the second DNA segment of the second 
recombinant DNA molecule comprises a splice acceptor site 5* to the remainder of the open 
reading frame. 

32. (Withdrawn) The method of claim 26 or 27 wherein the second DNA segment of the first 
recombinant DNA molecule comprises an enhancer. 

33. (Withdrawn) The method of claim 26 or 27 wherein the second DNA segment of the first 
recombinant DNA molecule comprises a promoter. 

34. (Withdrawn) The method of claim 32 wherein the second DNA segment of the second 
recombinant DNA molecule comprises at least a portion of an open reading frame. 

35. (Withdrawn) The method of claim 33 wherein the second DNA segment of the second 
recombinant DNA molecule comprises at least a portion of an open reading frame. 

36. (Withdravra) The method of claim 34 wherein the second DNA segment of the second 
recombinant DNA molecule further comprises a promoter operably linked to the open reading 
frame. 

37. (Withdrawn) The method of claim 35 wherein the second DNA segment of the second 
recombinant DNA molecule further comprises a promoter operably linked to the open reading 
frame. 

38-40. (Canceled) 

41 . (Withdrawn) The method of claim 26 or 27 wherein the second DNA segment of the first 
recombinant DNA molecule further comprises DNA encoding a protein that binds to the origin 
of replication. 
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42. (Withdrawn) The method of claim 41 v^herein the second DNA segment in the second 
recombinant DNA molecule comprises a portion of an open reading frame. 

43. (Withdrawn) The method of claim 41 wherein the second DNA segment in the second 
recombinant DNA molecule further comprises a promoter operably linked to the open reading 
frame. 

44-45. (Canceled) 

46. (Previously Presented) The composition of claim 1 wherein the second DNA segment of 
one of the vectors comprises a heterologous transcriptional regulatory element. 

47. (Withdrawn) The host cell of claim 25 wherein the second DNA segment of one of the 
vectors comprises a heterologous transcriptional regulatory element. 

48. (Withdrawn) The method of claim 26 or 27 wherein the second DNA segment of one of 
the vectors comprises a heterologous transcriptional regulatory element. 

49. (Withdrawn) A method to enhance the expression of a polynucleotide in a host cell, 
comprising: contacting a host cell comprising a recombinant AAV vector comprising a 
polynucleotide segment which encodes a polypeptide, with a composition comprising a fiirther 
recombinant AAV vector corresponding to the vector of claim 19 in an amount which enhances 
expression of the polynucleotide. 

50. (Withdrawn) A method to enhance the expression of a polynucleotide in a host cell, 
comprising: contacting a host cell comprising a recombinant AAV vector corresponding to the 
vector of claim 19, with a composition comprising a fiirther recombinant AAV vector 
comprising a polynucleotide segment which encodes a polypeptide, in an amount which 
enhances expression of the polynucleotide. 
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5 1 . (Withdrawn) A method to enhance the expression of a polynucleotide in a host cell, 
comprising: contacting a host cell v^ith a recombinant AAV vector corresponding to the vector of 
claim 19 and a further recombinant AAV vector comprising a polynucleotide segment which 
encodes a polypeptide, in an amount which enhances expression of the polynucleotide in the cell. 

52. (Withdravm) The method of claim 49 or 50 wherein the composition further comprises a 
delivery vehicle. 

53. (Withdrawn) The method of claim 52 wherein the delivery vehicle is a pharmaceutically 
acceptable carrier. 

54. (Withdrawn) The method of claim 49, 50 or 51 wherein heterologous transcriptional 
regulatory element in the recombinant AAV corresponding to the vector of claim 19 is a 
promoter. 

55-57. (Canceled) 

58. (Currently Amended) The vector of claim 19 wherein expression of the gene product in 
the host cell does not relv on splicing th e r e combinant adeno associat e d viral v e ctor comprising 
at l e ast one cis acting h e t e rologous transcriptional regulatory e l e m e nt and th e s e cond 
r e combinant ad e no associat e d viral v e ctor do not contain a h e t e rologous splic e sit e. 

59. (Currently Amended) The composition of claim 1 wherein the two rAAVs ar e not 
splicing v e ctors expression of the gene product in the host cell does not relv on splicing . 

60. (New) A first rAAV comprising a first recombinant DNA molecule comprising Unked: a 
first DNA segment comprising a 5'-inverted terminal repeat of AAV; a second DNA segment 
which comprises a promoter; and a third DNA segment comprising a 3'-inverted terminal repeat 
of AAV, wherein the first rAAV does not encode a protein; and 
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a second rAAV comprising a second recombinant DNA molecule comprising linked: a 
first DNA segment comprising a 5'-inverted terminal repeat of AAV; a second DNA segment 
which comprises an entire open reading frame for a therapeutic gene product; and a third DNA 
segment comprising a 3'-inverted terminal repeat of AAV, 

wherein the promoter in the first rAAV regulates transcriptional expression of the gene 
product encoded by the open reading frame in the second rAAV in a host cell contacted with the 
first and second rAAVs. 

61. (New) A first rAAV comprising a first recombinant DNA molecule comprising linked: a 
first DNA segment comprising a 5'-inverted terminal repeat of AAV; a second DNA segment 
which comprises a promoter; and a third DNA segment comprising a 3'-inverted terminal repeat 
of AAV; and 

a second rAAV comprising a second recombinant DNA molecule comprising linked: a 
first DNA segment comprising a 5'-inverted terminal repeat of AAV; a second DNA segment 
which comprises an entire open reading frame for a therapeutic gene product; and a third DNA 
segment comprising a 3'-inverted terminal repeat of AAV, 

wherein the second rAAV does not comprise a heterologous promoter 5' to the open 
reading frame. 

62. (New) The first rAAV of claim 60 wherein the second DNA segment of the first rAAV 
further comprises an enhancer. 

63. (New) A composition comprising the first rAAV and the second rAAV of claim 60. 

64. (New) The composition of claim 63 fixrther comprising a pharmaceutically acceptable 
carrier. 

65. (New) The first rAAV of claim 61 wherein the second DNA segment of the first rAAV 
fiirther comprises an enhancer. 
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66. (New) A composition comprising the first rAAV and the second rAAV of claim 61 . 

67. (Nev^) The composition of claim 66 further comprising a pharmaceutically acceptable 
carrier. 



